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Discussion
Holoprosencephaly implies a whole or undivided forebrain. It includes a broad spectrum of abnormalities ranging from complete failure of differentiation of the telencephalic vesicles to a partial fusion of otherwise well developed hemispheres. According to DeMyer,l three cerebral types can be recognised: alobar, semilobar, and lobar. As a result of diencephalic dysgenesis, endocrine disorders are sometimes present. 2 There is often an association with a range of facial midline deformities,3 probably resulting from a failure of embryonic interaction between the notochordal plate, the neuroectoderm of the brainplate, and the oral plate. 4 The correlation shown by DeMyer Autosomal dominant inheritance with incomplete penetrance and wide variability, sometimes with minimal involvement, as well as autosomal recessive inheritance have been described. 5 Although in most disorders with autosomal recessive inheritance the extent of the malformation is usually similar, the absence of minor signs in the parents, the negative medical history in all the pregnancies, and the fact that three out of four paper we describe monozygotic twins, concordant for thanatophoric dysplasia, and review the accumulating evidence in favour of autosomal dominant inheritance.
Case reports
The twins, both female, were the product of the second pregnancy of a healthy 27 year old mother and her healthy, unrelated 46 year old husband. Delivery occurred after spontaneous onset of labour at 34 weeks' gestation. Both twins died within one hour.
Twin 1 weighed 1680 g (3rd centile), was 37 cm long (<3rd centile), and had a head circumference of 32-0 cm (75th centile). Twin (fig 1) . No other external or internal abnormalities were found at necropsy. Radiographs of both babies showed marked platyspondyly with H shaped vertebral bodies on AP projection, flat acetabular roofs, and short tubular bones with 'telephone receiver' bowing of the femora (fig 2) . Chromosome studies showed a normal G banded female karyotype in both babies. Monozygosity was confirmed by analysis of DNA minisatellite genetic fingerprint patterns8 (fig 3) .
Discussion
In the absence of biochemical or molecular evidence of heterozygosity, it is clearly impossible to confirm autosomal dominant inheritance for a lethal disorder. However, accumulating evidence strongly suggests that this pattern of inheritance underlies thanatophoric dysplasia. First there is a notable absence of parental consanguinity in published cases. Second, there is a striking paucity of well documented affected sib pairs with only two eublished reports standing up to close scrutiny.3 To these can be added four published accounts of like sex affected twins,3 6 10 1 with monozygosity having been confirmed in only one pair using blood groups and tissue typing." The present cases constitute the fifth report of concordant affected twins and the first for which monozygosity was confirmed using molecular techniques.
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